INTRODUCTION AND OBJECTIVES: Sentinel node (SLN) based pelvic lymph node dissection (PLND) in prostate cancer (PC) is investigational. Classically, SLN technique involves tracer injection into the origin tumor to delineate nodal drainage. A major technical challenge in SLN based PLND efforts for PC is disease multifocality within the gland. Using next-generation sequencing (NGS), we correlated PC primary (i.e. index/dominant) and secondary (i.e. non-index) intraprostatic lesions to their LN metastases (LNM) and report our findings on the role of the index PC lesion in identifying potential SLNs.
INTRODUCTION AND OBJECTIVES: Sentinel node (SLN) based pelvic lymph node dissection (PLND) in prostate cancer (PC) is investigational. Classically, SLN technique involves tracer injection into the origin tumor to delineate nodal drainage. A major technical challenge in SLN based PLND efforts for PC is disease multifocality within the gland. Using next-generation sequencing (NGS), we correlated PC primary (i.e. index/dominant) and secondary (i.e. non-index) intraprostatic lesions to their LN metastases (LNM) and report our findings on the role of the index PC lesion in identifying potential SLNs.
METHODS: Paired prostate tumor and LNM archival tissue was obtained from 15 men with pN1 PC (range 1-8 positive nodes) after robotic radical prostatectomy (RARP) plus extended PLND, for 74 total samples. N[10 men with multi-focal (MF) disease, defined as minimum 2 distinct regions of cancer on the RP specimen. The primary (or index) lesion was determined based on tumor volume in RP specimen. We sampled each tumor focus and LNMs across the patients. Each sample was microdissected and assayed using microRNA (miRNA) NGS. Expression profiles were then used to make phylogenetic relationships among intraprostatic tumor foci and LNMs. For 9 men, additional RNA expression profiles were used to perform a deconvolution analysis to quantify the degree of immune cell infiltrates within each sample.
RESULTS: For the MF men, the dominant lesion showed a greater genetic expression profile match to the positive LNs, than did the secondary lesion. In a sample patient, see figure 1, correlation coefficients from the primary/index lesion were higher, indicating increased similarity, to each LNM site; the left internal iliac (LII) region had the highest similarity to the index lesion (thickest arrow from the index lesion on the anatomic vascular template). LNMs had greater similarity among themselves. RNA transcriptome deconvolution analysis identified a lower number of CD8þ T-cells in the index foci as compared to the secondary foci and positive LNs(ANOVA, p[0.002).
CONCLUSIONS: The index prostate lesion had higher genetic signature match with LNMs. Preoperative demarcation of the dominant intraprostatic lesion may improve the success of PC SLN-based PLND. The results also suggest PC LNM is related to poorer tumor-infiltrating immune responses.
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MP68-06 MIR-1227 ALTERS EXTRACELLULAR VESICLE SHEDDING IN PROSTATE CANCER
Andrew Chin*, Valentina R. Minciacchi, Tatyana Vagner, Javier Mariscal, Minhyung Kim, Cristiana Spinelli, Mariana Sobreiro, Mandana Zandian, Sungyong You, West Hollywood, CA; Shivani Sharma, Los Angeles, CA; Nadia Zaffaroni, Paolo Gandellini, Milan, Italy; Dolores Di Vizio, West Hollywood, CA INTRODUCTION AND OBJECTIVES: Extracellular vesicles (EV) play a key role in cancer development and metastasis by influencing the behavior of the primary tumor and by aiding the establishment of a pre-metastatic niche in distant organs. This process is due to the EV-mediated functional transfer of biologically active molecules including microRNA (miRNA). miR-1227 is a poorly characterized miRNA that is enriched in prostate cancer EV secreted by prostate cancer cells in comparison to non-tumorigenic prostate epithelial cells. However, the role of miR-1227 in cancer is poorly understood. Our objective is to identify the role of miR-1227 in prostate cancer.
METHODS: RNA sequencing from miR-1227 stably expressing prostate cancer cells, RISCTRAP immunoprecipitation of miR-1227 bound mRNA, and 5 different in silico miRNA target prediction methods were used to identify putative miR-1227 targets. Exosomes and large oncosomes (LO) were isolated by differential ultracentrifugation followed by density gradient purification. Atomic force microscopy was used to quantify exosomes and LO secreted by prostate cancer cells stably expressing miR-1227 or vector control.
RESULTS: A comparative analysis between different EV subtypes indicates that miR-1227 is enriched in LO, a class of EV that are secreted by highly invasive amoeboid-migrating cells. LO carry more RNA than the more widely studied exosomes indicating that LO may be a more robust source of EV-encapsulated miRNA. Gene ontology analysis from miR-1227 targets identified by 3 independent methods highlighted several genes related to EV secretion. miR-1227 alters the localization of several exosome and LO markers in multiple cancer cell lines, and induce the shedding of large vesicles while inhibiting the shedding of smaller exosome sized vesicles. Furthermore, miR-1227 induces the migration of poorly migratory cancer cells and increases the expression of tumor supportive cytokines.
CONCLUSIONS: Together these data hint that miR-1227 may promote prostate cancer progression through several mechanisms including alteration of EV shedding. 
MP68-07 SIGNIFICANCE OF CANONICAL WNT10B IN PROSTATE GLAND DEVELOPMENT AND CARCINOGENESIS
Ikenna Madueke*, Wen-Yang Hu, Danping Hu, Michael Abern, Gail Prins, Chicago, IL INTRODUCTION AND OBJECTIVES: Wnt signaling is implicated in embryonic development, tissue homeostasis and its deregulation is evident in disease. Wnt10b is expressed as an early marker of murine prostate buds thus underscoring its importance during prostate development with the potential to be deregulated in pathogenesis. The objective of this study is to investigate the roles of Wnt10b in normal prostate development and in prostate cancer (PCa) progression.
METHODS: In vitro organ culture: New born rat ventral prostate (VP) lobes were cultured in basal medium or Wnt10b protein for 6 days PCR Array: VPs from SV40-Tag rats were harvested at 25 weeks. Utilized Wnt Expression PCR Array for gene expression Immunohistochemistry: Archived benign and cancer RP specimens Vol. 201, No. 4S, Supplement, Sunday, May 5, 2019 THE JOURNAL OF UROLOGY Ò e977
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